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(57) Abstract 

An amide compound represented by genera) formula (I), a pharmacologically acceptable salt thereof, an optical isomer 
thereof, and a use thereof as a medicine containing the same as an active ingredient. In formula (I) R 1 , R 2 , R 4 , R* and R 6 repres- 
ent each hydrogen, lower alkyl, etc.; R 3 , R 7 f R 8 and R 9 represent each hydrogen, alkyl, eta; m represents 1, etc; n repres- 
ents 1, etc.; and ring A represents a benzene ring, etc. The compound has not only a E>2 receptor blocking action but also 
affinity for serotonin 1 A(5-HT JA ) receptor and/or serotonin 2(5- HT2) receptor, so that it is remarkably efficacious in amel- 
iorating not only the positive symptom of a schizophrenic but also the negative symptom thereof, and is also useful as a 
remedy for schizophrenia with extremely reduced sideeffects and a remedy for psychosomatic disease, anxiety neurosis and 
various diseases accompanying the same. 
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<&r5 7fi<jir^u mmmtL (kid ^»/c 0 k^-To 

s*Hfc0J2 : -bo 1 Aggf*^CD£*D& 

#Mfi«Hrohr.>l A (5-HTu) g&frlS^WII*^^-^^ • *7* ' - 
a-o^i^hij- (J. NeurochenuX £4 4g> ^1 6 8 51, 1 9 8 5^(C 

9~i oa^©****—?* mm^m^i-zfYy-^m^^mu 1 

mMttflre>3y>*^tr5 OmMhUX-tt«a«» (pH7. 4) (cHiBUT 

•7A{bU:8-b KD+i/-2-^Dlf^7;;fh7'J > (8-OH-DP 
AT :&^K0. 2nM) £Sfl*.> 3 7°CT*l 2#K£l&£-£/w 0 Sl&gU SlS 



, PCI7JP92/01456 
WO 93/10089 

mv? hv> 0tottM)GF/B«X7-f ^-T»5l«iU 5 OmMb 
UX-8®&Sr&(pH7. 7)T74^-tftofca 7 -f 

M-trn h-y (5 — HT) ^TTfc£ bfco 5 0 KtNMK ( I C 50 > £2*5 
7181386 U M5« (Kiflf) *#a&fco 

Obi. Pharmacol.). S&2 IS, 03 0 1H> 19 8 1*CB*©5W=* 

9-1 0*&©*-fX*-5* hWiOtt^hV-Ai^fU 5 
OmMMJX-SSSfrfc (PH7. 7) CfflWl/tSttteB^fco 

($1^0. 2nM) ZMtL. 3 7°C"C2 O^I8RlK**feo KlS^ 
9 y h-7>(Whatman) GF/B >r **-'«»lliaU 5 0 mM h U X 
(pH7. 7) -e7 4 ;u*-"eife 7-f ^-jrRofcftlt 

ITy* >J > (Mianserin)#«£T-e^Uco 5 0 KiffifftK ( I C 80 ) £7*7 
7»l=«3eU fi#5BR (K i fit) *«>fc« 1 tw^to 



Ki (n.M) 



D 2 5-HT.A 5-HT* 



3 


4. 8 


1 . 6 


250 


6 


> 1 0 0 0 


> 1 0 0 0 


6. 2 


2 1 


7. 1 


1. 2. 


1 4 0 


2 2 


1. 7 


1. 4 


9 9 






1 8 
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2 9 1.6 2.4 NT 

3 0 5. 4 5.6 NT 
35 31 >1000 2.2 
3 7 2. 9 2. 1 NT 

3 8 5. 9 2. 4 NT 

63 75 >1000 5.8 

9 3 0.7 1 4.1 9 2 0 

1 4 8 1.4 2 0 2 9 

191 71 >1000 2.6 



dd%itmwxzimz\KtLxm-f mat&®z&$Lx 6 o#m 

|i N mSkr^Jlh^O. 5mg/kg££T&i*U iftH^ £ 2 0 frffioMM 

*y9* Qm*vy<xim) zm^xmitrzo &mma>mm 
u*m\ Mmn®miM£5 o%&Tmtz%&*. ED^thx???® 

&t£^X*-^y h£-8M OKtU (Simon)£ 
©#& (5> + —*-Jl> • 7tV->- • T> K • 7r-v3ni?-(Journal o 
f Pharmacy and Pharmacology), $22&£546g> 1970 ¥3 
£l/C8I£tSo 7 cm©&Kr^t)o»^gg4mm(D^O±{C5 * h 

*5^-r<5o w»ft^»*ta:^tt. a^(w9i^^*-e*^u^i/-^!i^-r^ 

M&ddYWZ,&-m\ 0E£l/CffiV\ HJfcfll 2 2 ©ffc£#l 3 OOrng/ 

1 9 
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2 0 
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mm i 

(3S)-1, 2, 3, 4-fh7tKn>fV*; *)y- S-tifrtfyWtTl 
K4 0g£5 0 0ml<Z>^^l''M'A7S KC*»U mtCBmvmZWtf 
=f-)l&i?/?-)\,Ml*TS Kl 0 0m 1 IZfeffiLtzm&VllZffiTLtZo MT^> 

2 0 0ml (DWm^^V 2 IlJftai bfco M?xf-;U&$££i&7.K. £ £fC7jce 
2Hhroffil,\ ^V^T^S7jc^vr^i/^A^j!IDX.T^Ji$-^i•/^ $EE^*fcb 
T6fe£ B B H 6 2 g £?f fc 0 C tlZmfcX-f-Jlsfr bT> ( 3 S ) -2-m 

ZmzrVZ-iyhM-fr- 1. 2, 3, 4-f-h5t Kn^7+y 'J>-3-^ 
-M?>mT$ K5 6 g£#fco Ul 4 0~1 4 2°C 
Ca) d =-2 3° (c = l, 

mmntmmizbx, (ss)-i. 2. 3, 4-f-^t Kn>fy*y'; 

>-3-*/l"K>iSTi K©ftt>0^ (3R)-1, 2. 3, 4-rh7hF 
D>f7+y »;>-3-357^^>HTi K2 0g£ffil><5£ (3R) -2 -#3®. 

I, 2, 3, 4 -t h5t Fa-fV^y >J >~ 3-#7U# 
Vi7; K2 5g^efefef B tbT#^n/co SuSl 4 0-1 4 2°C 
Ca> d = + 23° (c=l, *9J-iV) 
mm 3 

(3S) -2-^3^h + ->*;l,fc;U- 1, 2, 3, 4-f-h5hKW 
V^J^y-Z-^t^yWrrl K5 1. 8g£xh5t:Fn75>2 5 0ml 
K&fPPU *&bfc 1 M^7>-xh7 1 Kn75>3>^l/7 0 0ml 
*KffiTb7t 0 j&T^ I^»4WM$U:, *#bfc|gU fgifttc£ 
IU^b, 7jcmft^hU^A2 4 g£7K3 0 0mlt^;-^3 0 0mli: 
^b/c^^b-roSnx.^o £©il£$l£4 O'CKfinEU ££>K3B#fB1iI 
#bfc 0 £j£l§&£2 5 0m lggKttS^T&E^lftb/co 2 5 0ml ©x- 
x/UTttffl b/c^L &7jc6&8^ h U $ A£tinx.Tf£*l. ^E^S bT, ( 3 S ) 

2 1 
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-Z-T*;t?)l,-2-B&Wc7h*V%Jl'$-fr-l, 2, 3, 4-rh? 
t Fa-f V*J U V 4 6 g£#fc 0 

'H-NMR (CDCh) 1. 50 (9H. s) . 2. 4-3. 2 (6H 
, m) , 4. 9-4. 1 (3H. m) , 7. 10 (4H, s) 

mm A 

02m*kMHz\SC, CSS) -2-£3&7>*->*^-*-l, 2, 
3, 4-5 s "h5hKn-fv4 t y »j>-8'-*^*>»T5 FOftfc&C* (SR 

) -2-»8ft^h*S/**#^-l. 2. 3, 4-xh5t Kn>TV+y U 
>-8-*Ar#>«T$ K2 5g*JflV*T, (3R) - Z -T Z J 2- 

%mzfh*tsfi)l<#-fr-l. 2, 3, 4-fh7tKa>fy+;>jV19g 

&%mitmmzix^ (3S)-i, 2, 3, i-T-hJtwJv*; u 

y-3-#*#>«T5 KoffcfrDK. (IS) -- fV-f>KU>-l-*X/# 
- 1 -#;u#>ifcy $ K*#*o 

##M3tl^«l(rbT. (3S) -2-*Stt^h*^*#^-l. 2. 
3f 4_^h5kKa-fv4 t ^ U>-8-*>Mf>*TS KOftfc&C (IS 

) -2-^3m^h^^^-^^^>I x ' , ^ :/ - 1 -^ ; ^ :/ ® 7$ H ^ ffl 
fcvfU (IS) — 3 — T $ J 2 -* 8ft^ h*** JWfctJW 7-f > K 

tUmcbT. (3S)-1, 2, 3, 4-xh7kKo^7^y >J 
y-3-*;^yg|T^ KOfSfcOC (2S)-2, 3, 4, 5-xh5b K 
n-IH-S--^>*/T1?!f>-2-^#>«T$ F£Jfl^T, (2S) -3 
3 &7 h ;U^;U- 2 , 3, 4, 5-xh5t Kn-lH-3— ^> 
VT-tflf>-2-^^>KT$ 

2 2 
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&mntmmzbx, (ss) -i3a^Ki/*a-^-i, 2, 3, 

Kn>f >J >- 3-*;U^>i?T^ K«Dftfc9«^ (3S) - 
3-^3gl7*h^'>*^-^-2, 3, 4, 5-ff7tKn - lH-3-^ 
^7T-tftf>-2-*^^>SlT5 K^rffl^T^ (2S) - 2 -T $ 7 jt&Jb — 
$~%Zm-7h*i/*)l'$->\'-2, 3, 4, 5-fh7tKa-lH-3-^ 

;bxh FO. 1 2 g Ufc. Stt»»****CftSf. M*x^ 

$A*initTE*Ufco ffffiixf-^»Jft*«EEB»t«lSB»*tbT (3S) 
_7-y j^>_2-* hfi/tiM-fr- \, 2, 3, 4-fh7hKn>fV 
+yj >- 3 -*;u#vRyf-^x^^o. 6 1 g£#fc 0 

1 H-NMR (CDC 1 3 ) 3. 5 3 (3H, s) , 3. 82 (6H, s) 
###J 1 0 

( 3 S) - 7 - ^ h+S' - 2-^ 1 , 2, 3, 4--rh5 

b Kn-f 7*y U >- 3 -*;^>Syf-^r^7. 6 g^^bjc^fnlt 
itfg$E4 Oml«U -ffifcmbtzo SC&iB^t){r^-r7ynhf;bx— 
8 0ml *ftI*T«#Lfco tld^U ±fi**»^. 5 %^ie^7 U OA* 

LT (3S) -7-^ h*S>- 1. 2, 3, 4 -r h5 1 Ka>f 7+7 U >- 3 
-#;l/#7iM^l>xXx;l'5. 0g» 

1 H-NMR (CDC 1 3 ) 3. 56-4. 1 5 (SH. m) , 3. 72 ( 
6H, s) 
##091 1 

(SS) -7-* MPJ>-1. 2, 3. 4-7 t h5tKn>f7+>";>-3- 
fc^tfr/ftyf-^xxf^M. 9 g£T>^— T7jc2 0 0ml KSllX.. — 
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S) -7-/F+5/-1. 2, 3, 4-fh7hKD^fy4 i ;»J>-3-W 
yWL7 $ F 1 . 5g£#fc 0 111.61 6 0-1 6 2°C 
##0U 2 

(SS) 2. 3, 4-^h5tKo-fV*yi|y-8- 

#;M?>®T$K1. 8«^y^**AT5 Fl 0ml> WUx>10ml 
IdBiU W»V^A2. 2g*«.*A fl-^W^ Kl. 0ml*» 

tt«ftfctT (3S) -2 -7**- 7-* 
2, 3, 4— f-h^fcFn-fV+Vtf y-3-*^^ST^ Fl. 4g£# 

/Co 

1 H-NMR (CDC 1 s ) 0. 9 3 (3H, t) . 2. 5 3 (2H, t) 
, 2. 9 5 (2H, d) . 3. 4 0 ( I H. d d) , 3. 8 0 (3H, s) 
##M1 3 

(3S)-2-W-7-y^>-l. 2, 3, 4-fh7hFn^v4 i 
j , ; y _ 3 _^;^>^T 5 Fl. 1 g£x h 5 h Kn? 5 > 1 5 m 1 K&Pb 
. 7jc^fcU3^AT/U$x>5A0. 3 2g%Mz., 5 0 °CT 4 mffifflfc bfco £ 
j£&(C7jclmK ^b^kFn^^mlOfi^JfltefltfU giST'l 0« 
2^©7jc®ffc^hU^A7jc^5ml^lHlx.7Co 

®#y*AT*S8m IWattWSCfcCJ:?), »«®ltUT (3S) -3-T 
*yjC^Af-2-^f"*-7-^h*^-l. 2, 3, 4-rh7tFn>f 7+ 
y U ^0. 9 8 g£#fc 0 
1 H-NMR (CDC 1 3 ) 0. 93 (3H, t) . 3. 79 (3H, s) 

##M14 

2 4 
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##0«9 tmmizbx cs) - 4-n4 t i/-N-^^^»7x- 

#x;l-l, 2, 3, 4-Th5tKa>rv4 i yU>-3-*^>ttyf-^i 
1 H-NMR (CDC Is) 3. 56 (3 H, s),3. 71 (3 H, s) 

mm 1 5 

7-?an-2-y 2. 3, 4—rh5hKo>fy4r 

y U >- 3 -*^#>»yf-^xx^2 1 g**ft**ISBlfta»» 10 0m 
1 I3MU -«BC§b/c 0 fiU?fi#«KC2;>r V^n f/Ux-^/U lOOml?' 
fiD*.W*Lfc. ±ffl*»*»illcS6Jr^V7*Dtr^x— r;H 0 0 

m l £in;t> ±g£fi£Ww 0 nmzts $\z*m vzTb tr/ux-f ;u 1 o o m l * 

M&mLtz&ikZimt *Cifc«J:9eftfcflil/t7-?aa- 1, 2, 3 
, 4-r-h5t Ko-f v*y U >-3-^7/l'^>^yf-/l'XXx;l/^ : 'fb7jc^^ 
1 4g£#fc 0 iH6 3 2 6'C 
###J 1 6 

###111 fcl^&KbT, (3S) 2. 3, 4-fh7 

1, 2, 3, 4-fh7h Ka-fV+y 'J >*^>»^^^xXx^^fc7K^ 
«tt4g*ffilr>T, 7-2DO-1, 2, 3, 4-Th5bKa>T7+y >j>- 
3-#/l/#>$rr$ K2. 2g*S&BfJii:bT#/So 1 8 2°C (StS&xf- 

##0>J 1 7 

2tmmzLT, (3S)-7-n+^-i, 2, 3, 4-fb7 

bKa-f7*y , J>-3-*^>»Ti K©ft*)*)tw, 7-^an-l, 2, 
3> 4_^^5hKn>rv4 i y | J>-3-^;l/^>^T^ K5. 3g£ffl^T> 
2_^-7-^dd-1, 2. 3, 4-rh7b Ka>fv+y U >-3-:*7 
*#V»T 5 K4. 0 g l/T#/c 0 gfe* 1 4 2~ 1 4 3°C 

##^11 8 
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mmiBtmmizhx, us) -2-^-7-yb+i/-i, 2, 3 

;U-7-?na-l, 2, 3, 4-7 L h5fc Ko-f V^y'i 8 
T^K4. Og^ffl^t, 3-T^y^^-2-7'f-;U-7-^aa-l, 2 
3, 4— r h5b Kn>fy*>"J V3. 6 g&iftft©£ l/Offco 
1 H-NMR (CDC 1 s ) 0. 9 2 (3H, t) . 3. 6 4 (1H, d) 
, 3. 84 OH, d) 

2-jC H+i/-M*A*«tfflM. 8 K7 0m 

K H;x^;UT$y9. 8mllMU -20 o C^Uc o ?oa^iHy 
>^/M. 3 3ml£?BTU OWCRU SCf- 2 O'CKHMflLfco S£K 
% (3S) -3_ T ^yy^-2-*8ft^h*5/*>U!K^l'-l, 2, 3, 
4—rh5b Kn-f 'j > 1 0 g£x h5 1 Kn Omll^W: 

A)'(c£0il&:»© CSS) -N- ( ( 2 -0 3®y h*i/#;t^-^- 1 , 2 

3, 4-T-b7tKo-fV*y U>-3 — f^> tf-ft) 
- / Jl^t-OXT £ K7. 6 g £#fco 

1 H-NMR (CDC 1 3 ) 1. 3 7 (9H, s) ,2.41 (3H, s) 
, 3. 6 0 - 5. 0 0 (7H, m), 3. 87 (3H, s) , 6. 70-8. 2 
0 (8H, m) 

c <Dmn*9***v&m u «- **** >mv*mrz ztizx 

t>£l5fcfife*t««IKl/£> (3S)-N-((1, 2, 3, 4-xh5kK 

5 K£&&5. 8 g*Bfilttkl/C#fc. B&£2 5 6-2 5 8°C 
HS&0J2 

*BWl WWCt/t* (3 S) - 2-Tl J /?A,- 2 -08«^h*^ 
2, 3. 4 ly t Ko>f y*y"i >Oftt>*)C (3 R) - 3 
-TlJ*?')\'-2-mZWLZrV**/*)l#-)l'-l, 2, 3, 4 -fh7t K 

2 6 
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n^y*y «J>1 5. 8g*JBl\ JAtttt© (3R) -N- ( (2-*3«^b 
*i/;fr;M?r.;l,- 1 , 2, 3, 4-r b5h Kn>fv+y 'J y-Z-4)V) 
)V) -2-j* h*J/-5-yf"iUf-^>XT5 F2 1 g£#fco 

1 H-NMR (CDCls) 1. 37 (9H, s), 2. 41 (3H, s) 
. 2. 6 0 -5. 0 0 (7H, m) . 3. 87 (3H, s), 6. 70-8. 2 
0 (8H, m) 

&£lJfc&fe8fi*«PRl/t> (3R)-N-((1. 2, 3, 4-fh7tK 
5 KU0M1 2g^fife^ H H H tUT#yi 0 HA 2 5 6-2 5 8°C 

mmmz 

(3S)-N-((1, 2, 3, 4-fh7tKn>f7+;iJ>-3-f^) 

f U «5r A 0 . 7 5 g, f^twt/A7 $ K 1 5ml ©il#tt£* 6 0 °C 
•CjjDtMIff b^o cni:n-^f^n ;K0. 3 4ml £in*. 1 2 B£ISMilI 
f^fitffc, MfcKU 2 0ml ©*£fiOx.* Stiif^5 0ml "dMl Ufc 

(jgni^l: ?dd*;^) CJ:*K (3S) -N- ( (2 
-1, 2, 3, 4— rh^t Kn-f V*yU>-3->f^) -2-t h 

1 H-NMR (CDCls ) 0. 70-1. 60 (7H, m), 2. 44 ( 

3H, s), 2. 60-3. 8 0 (9H, m) , 3. 8 6 (3 H, s), 7. 0 

0-7. 2 0 (5H, m), 7. 3 8 ( 1 H, dd), 7. 6 2 ( 1 H, d) , 
8. 2 8 (1H, br) 

nm- s ? -?mm, ha 9 9 - 1 0 2 °c 

4 5ml-*W^T, (3. S) -N- ( (2-^*2/^-1. 2, 3, 4-fb7 

h Fn-fv+y u>- 3->r;u) y^;u) -2-y h*^- 5 

2 7 
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XT I KO. 4g£#fco 

1 H-NMR (DMSO-d 8 ) 0. 6 0 - 1, 6 0 ( 1 I H. m) , 2. 
4 5 (3H, s), 2. 6 0-3. 8 0 (9H, m) , 3. 8 5 (3H, s) , 
7. 0 0-7. 2 0 (5H. m), 7. 38 (1H, dd), 7. 83 (1H, 
d) , 8. 2 8 OH, br) 

mmm 3 e*wc. n * K©ftt> o c n - / -;^d $ k 0 . 6 

0ml»t, (3S> -2-^ h*S/-5-y^*f-*-N- ((2-7- 
2, 3, 4-xh^b Kn-fV+y U>-3->TiU) ^VXT 
•5 KO. 4 g 

1 H-NMR (DMSO-d« ) 0. 8 0 - 1. 3 0 O7H, m), 2. 
4 5 (3H, s), 3. 8 3 (3H, s) , 7. 0 0-7. 2 0 (5H, m) , 
7. 4 1 (1H, dd) , 7. 6 7 (1H. d) , 8. 3 3 ( 1 H, br) 



trfc^T. n-^Wo5 K©ftb»)^V^^D§ F0. 3 7 
ml£ffi^T. (3S) -N- ( (2 1. 2, 3, 4-xh5t K 

n>rv+y »j y-%-4)V> tf-nd -z-t h*v- 

5 K0. 6g£#fco 

1 H-NMR (CDC1 3 ) 2. 45 (3H, s) , 3. 2 0 -3. 8 0 ( 
9H, m) . 3. 8 3 (3H, s) , 6. 8 0-7. 4 0 ( 1 1 H, m) , 8. 
1 0 (1H, d) , 8. 40 (1H, br) 

mmm i 

K0. 43ml£Ji?^T, (3 S) - 2 -* F+f- 5 N- ( ( 
2-(2-7x-^xf;l/)-l, 2, 3, 4-7 i h5hKn>fV^y';>-3 

-> f;u) y^;u) **>;jCT3 Ko. 4 g», 

1 H-NMR (CDCU ) 2. 44 (3H, s) , 2. 6 0 - 3. 8 0 ( 
1 1H, m) , 3. 8 2 (3H, s) , 7. 0 0-7. 2 0 (1 OH, m) , 7 
3 0 (1H> dd), 7. 6 0 (1H, d) , 8. 2 8 (1H, br) 
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HMII8 

2-^ h*5/-5-y^f"*3cSS»0. 5 2gth'JxW;>0. 7 
3ml^^^l/W7; F7ml txh^t Fa 7 5 7 7m 1 ©S^rjDx. 
„ -1 5°Ct::ft^L?an^®>f 77*x;l>0. 3 4ml^TU: 0 l^fi(CT2 
0#IIB&#&. (3S) -3-7;;yf^-2-xf;b-l, 2, 3, 4 -x 
h5h KD'f V*y U >0. 5 0 g *^fcr b 7 h K a 7 7 > 4 m 1 
iTC*TU I^T3 0#fSm#U:o 3 &IC 2 KlEfltettEOMif 

. mmmbtio n^nfmm.^y^^v^vy^-^K>mmh. (3 

S ) _ N _ ( ( 2 -x5 L ;U- 1, 2, 3. 4— rh^t Kn-fV+y U>-3- 

-r;i0 yf-*) -2.-y h*s/-5-yf-^f-*'<>XT$ ki, og##£>n 
yio cn*i»if-^+T«BWftfcU *£s*Sflfct/t, ess) -n- < < 

2-xx;t/-l, 2, 3, 4— ^h5hFD-fV*7U>-8— f;W *xJt>)' 
-2-ym-5-^fW<>X7; F&I&&0. 2 g##£ft/c 0 

'H-NMR (Dj 0) 1. 4 3 (3H, t, J=8Hz) , 2. 4 6(3 
H, s ) , 3 . 0 3- 3. 6 0 04 H, m) , 3 . 67-4. 1 8 ( 3 H, m) 
, 3. 91 (3H, s) , 4. 2 6- 4. 5 9 (2H, m) , 6. 96-7. 6 
3 (7H, m) 

mmmv 

2-yf^-5-yfmic ( ifi0. 5 2gtMx^;t/T$ 70. 7 
ZmH 9 J/f-^MLri F7ml tf t Fa 7 5 7 7m 1 ©igi&Kfillx. 
, -1 5 °C{r#ipb? a a^gK 77*x*0. 3 4ml«TW:o MKT 2 
O^BHB^, (3R) - 3-7;;yf^-2-if^-l, 2, 3, 4 -f" 
h 5 h Fa>r 74V U 7 0 . 5 0 g£#^f- h5h Fa 7574ml 

R) -N- ( (2-if;l/- 1 , 2, 3, 4--rf^bFa^7*y'J>-3- 
>f;0 -2-y h+->-5->Wt'<>X7; Fo. 8g##£n 



2 9 



PCT/JP92/01456 

WO 93/10089 

tCo ^ti^mtS.^^-vm^tVm^^tVX, (3R) -N- ( (2 

'H-NMR (D* 0) 1. 4 3 (3H, t, J=8Hz) , 2. 4 6 (3 
H, s), 3. 0 3- 3. 6 0 (4H, m) , 3. 6 7- 4. i 8 (3 H, m) 
, 3. 9 1 (3H, s), 4. 2 6-4. 5 9 <2H, m) . 6. 96-7. 6 
3 (7H, m) 

mmmio 

2, 5-^^ h*~ymmo. 7Zgth*)x.?-Jl<TZ>0. 73ml£5? 

fc:&£P U ? n o#£gK 7 :7f7t> 0 . 3 4ml L7b<» H&KT 2 0 frfflW. 

(3S) -3-T$y^f-;U-2-i^-l. 2, 3, 4-xl^tF 
n>f7^U VO. 5 0 g^fcr h7 h KD75 V4m 1 SR^fi"C«T 

W^bUT (3S) -N- ((2-X^-l. 2, 3, 4-xh7hFa>fy 
^U^-3->r;U) "2. 5-SM HH"OXT$ FO. 25g^* 

#^nfc 0 fe£8 5-8 6'a CaD » ="12° (c=K ?*f***AT 
$ F) o 

mmmi 1 

0. 73ml^/^^AT^ K7mltfh7tKD77V7ml©It 
dtiL - 1 5 °CC#*P U * o a^g|>f 0 . 3 4 m l %mTUz 0 ft 

mzT20ft®m&. (3S) ■ -8-T$y***-2-**Ar-l. 2, 3 
4— rh^fcFoWV^tf V0. 5 0 g£^rt:xh5 1 Kn77>4m 1 

3 0 
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U i»i^=J:0»»*l/T-(3S) -N- ( 2, 3. 

4-x h^t Po-Tv^y u >- s — rn^> yf-/u) --5 

b + i//<>XT^ K0. 5 gA^^n/co ife^l 2 6-1 2 7°C. . CaD 
D =-9° (c = l> V/tfrM&Ti K) 
HMJ 1 2 

2, 2-^3 L /l'-5-X/U7T ; e-Ol'-2, 3 -2>h Ka^> m /75 >- 7 
-#;M?;/i&0. 7 gt h «|xf-;UTi >0. 7 3ml^yf-WA7i K 
7ml fcxl^t Kn75>7ml©S^{-fiPx.> - 1 5°C(r&£PU ?nn^ 
»>fV^^0. 3 4ml*ttTUc 0 mUlZT2 0fr®imm, (3S) -3 
-T ^ J 2 -xf-;U- 1 , 2, 3, 4-f h7tFo^fV+;>J>0. 
5 0 g *^AjHt h7tKo77>4ml &tt£EBT»T U ffiBT 3 0 
tlfcLfc, *&C2l«MHttfc fi!B«*ilEW»U #&nfcM*IWif- 

fiU ( 3 S) -N- ( ( 2 1 , 2, 3. 4-r 

h7h Ka-fV*y >J>-8— -2, 2 -S^f^U- 5 -Xfc7 
y^>f;l/-2, 3-^tFoW77>-7-*;l/m;Kl. 1 g^ib 

•H-NMR (CDC 1 3 ) 1. 2 2 (3 H, t, J = 7Hz), 1. 58 
(3H, s), 1. 60 (3H, s) , 2. 5 7- 2. 9 8 (3H, m) , 3. 
12 (2H, s), 3. 2 2 - 3. 4 9 ( 1 H, s) , 3. 5 4 - 3. 7 9 (3 
H, m) , 3. 8 0 - 4. 2 0 (2H, m) , 4. 9 5- 5. 3 7 (2H. br 
) , 6. 9 8 - 7. 2 8 (4H, m) , 7. 8 1 ( 1 H, d, J =2) , 8. 1 
2-8. 33 (1H, m) , 8. 54 ( 1 H. d, J = 2) 
HSSM1 3 

2, 2-^^^-5-^7^^-2, 8-ybKo^>»/75>-7 
-jjJltfyWlO. 7gth'JiW;>0. 7 3 m 1 t f-Zt/^AT * K 
7ml i:f f7t Ko77> 7ml <D®R&M^ - 1 5'Cir^U ?aati£ 
3 4ml^?STUco HflCT2 0#RHS#aU (3R)-3 

3 1 
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-TiJ/**-2-s.**-l, 2. 3, 4-yh5fcKo*y*yU>0. 
5 0 g**//«f- b 5 fc Kn y 5 V 4 m 1 ^ifitSTFU HffC 3 0 m 

mvtzo s&mumhwu R«««awiu ff^JKHW 1 ^ 

■XrtflUBU MWc*^ ttftfe iiBESHSbfeo #£n*i& 

jft*7A ^7h^7>f -c J: MKU *-f V^o tr*x-** J: 
*U«ai»fc^ C8R) -N- <C2-***-l. 2, 3, 4-f- 
h5fcFo-fy*y U>- 8-4*0 -2, 2-****- 5 -a*? 

'H-NMR (CDClt ) 1.22 (3H, t, J=7Hz) ,1.58 
(3H, s) . 1. 6 0 (3H, s) , 2. 5 7-2. 9 8 (3H, m) , 3. 
12 (2H, s) , 8. 2 2- 3. 4 9 OH, s) , 3. 5 4- 3. 7 9 (3 
H. m), 3. 8 0-4. 2 0 (2H, m) , 4. 9 5-5. 3 7 (2H, br 
) , 6. 9 8 -7. 2 8 (4H, m) , 7. 8 1 ( 1 H, d. J=2) , 8. 1 
2-8. 3 3 (1H, m>, 8. 5 4 (1H, d, J = 2) 

7 3ml *5M ****UT $ F 7 m 1 fcx b 5 1 Fa y v > 7 m 1 OSttK 
-1 jronHW-f 77**0. 3 4ml^TUco M 

CT2Q4MMB«fc. (8S) -8-T5/***-2-x**-l. 2, 3, 
4-T-h5hFn-fV#--/U>0. 5 0g^fcrh5t Ka77V4ml§ 

«*pwt«tu mrnxsoftrnmhtio szzzwnam. mm*® 
mmmu n^ntzmm^m^*^mu wm*+y 

> mm^j^nm^Lr ess) -n- c (2 i. 2, 3, 4- 

Fo-fV+y U >-8-4A0 *f^tO -2->b*5'-5-X*7T 

*4*<y;CT5 f*<o. 8 g^#£ttfc„ a*i 6 7-1 6 8°c . c 

a} d =-10° (c=U 9 ******* I F) 
HSSM15 

3 2 
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WO93/10089 b y ^ ;|/T * y 0 

*nnH»^vWO 84ml*»Tftfc.ni 
B,. 1 lWt»UJ»»W ^ ;u _ 2 _ 1 ^_ 1 . 2 . 3. 
'etloMDW. (»r)-s-t*^** 2 . 

^x^W^ <3H) -N- < »• ; 

„ pat**. MAI 6 7~1 6 8"C «HS> * C 
a). =+9° (c = K i>y 5 K) 

lc:rr7 ^mhsh**, (3S)-3-T 



•/■/*•* 0 . 3 4ml *ST bfc. IBSCt 2 

-,«*-2-***"l. 2. 3. 50 
D , _ K ^»8SU iSWtfC (3S) -N- ( (2 

^r-. 2, 3. 4 -^, kW v,.>-.-^.^«; 

^-9-1 KO. 6gA*^ , _ , 

•H-NMRCCDCl.) 1. 2 0 (3H. t. J = 7Hz) 1. 5 4 
(SH, s).2. 48 (3H, s) . 2. 5 6 - 2. 9 2 C3H . >. .. 
„ 2 (2H.s). 3. 0 7- 3. 4 0 CH. ,»> . 1. 4 I- 3 TI« 
H.„,).3. 75-4. il(ta m).S. 9.-7. 33C5H. .) 
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. 7. 8 5 (1H, d, J = 2Hz) . 7. 9 2-8. 2 4 (1H, m) 

mmi 7 

*#>mo. 7 gtb*)x.f)\,Y*>0. 7 3ml*i?/fWA7; K7m 
1 txh^t Kn75>7ml©S^fCjll^ -15°CC:#SPU 
VttJUO. 3 4 ml^JSTUco BTfiJCT 2 0 ^BaBttl^ (3 R )_ 3 _ 7 
$y^^-2-x^;l/-l, 2, 8, 4-Th5fcKo-fy4VU>0. 50 
g h 5 k Kn ? ? y 4 m 1 Bmm&VffiTl, fife? 3 0 &®mW 

*5A^n^h^57-f-K:J:0IWU ttftfttLT (3R) -N- ( (2- 
x^U-i, 2. 3, 4-^h7tKo-rv*y »J>-S— OW -2 

. 2 -2?*^*- 5 -j* 2. 3-i>hKnO'/ 7 7>-7-*;l/iK 
F0. 5«#»6nfc, 

•H-NMR CCDC1. ) 1. 2 0 C3H, t, J=7Hz), 1. 5 4 
(6H, s), 2. 4 8 (3H, s) , 2. 5 6-2. 9 2 (3H, m) , 3. 

0 2 (2H, s), 3. 0 7-3. 4 0 ClH, m), 3. 4 3- 3. 7 2 (3 
H, m) , 3. 7 5-4. 12 (2H, m) , 6. 9 1-7. 3 3 (5H. m) 

. 7. 85 (1H, d, J = 2). 7. 9 2-8. 24 (1H, m) 

$mmi 8 

5-9w-2-*b*z/-4-/TA,T*;mwmo. 5 7g£Mjxf- 
^T^^O. 7 3ml£?/7SMO,AT$ F7m 1 by t Kn^5 > 7m 

1 OHEKft** - 1 5°CK#*PU 9autm4Vzr+*Q.' 3 4m 1 £j&T 
Uco RMCT2 O^ffi^m (3 S) _ 3 _ 7 5 JjL +frJ 2 - x ^ ;l ,_ j 

. 2, 3. 4-fh7t Kn>ry^y;>0. 50g^;fh7tKD77 

<t?)^SU (3S) -5-^nn-N- ( (2-x^;U-l, 2. 3, 4 -r 

3 4 
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S) - 5-^oo-N- ( (2-xf-;t/-l, 2, 3. 4 — Fh^k Fn-f ' 
y U>-3->f^) -2-/ h*'>-4-yf-4/T$y<>XT5 F» 

ifc£0. 2 grtWfcftfco H&l 7 7-1 8 2 e C 
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5-*nn-2-J*M t S'-4-***T$7«»»»0. 5 7gfcMJi* 
;UT$yO. 7 8ml*******AT$ F7mlfcf F5kKo75>7m 

htc 0 WKT 2 0 MMfe < 8 R) - 8 -T 5 7 * 2 -x**- 1 
2, 3, 4-xh5bKn>f 7*7 »J70. 5 0 g^/:fh7t Kn75 

7 4 m i iw«a*c»Tu 3 0 fr®mVtz 0 £ £K 2 B*H«m 

<J:*)fit^U (3R) -5-^an-N- ( <2-x*7U-l, 2, 3, 4-x 
h5hKn-fy+7«J>-8— f*> y^;U) -2-y 4 -yf7Py * 

;/<vxTi vmzwzo ^nzmmtu i»x***$iwm:i/c (3 

R)-5-^nn-N-((2-xf^-l, 2, 3, 4-?h5tKn-f7* 

mmo.. 1 4 g**»snfc- ha i 7 7-1 8 2°c 0 

JfcMff2 0 

5 . yfjW -2, 3 --7t Fa^7775 7- 7 -#;U#7$6 . 3g£ 
2;jC^Af**AT5K3»mU M/xW*78. 8mlKiH*U-2 0 
TXZftmCtco 9oa9SM'J7f'*i. lm 1 «TfU — flOWCRU 
W-2 0X!CH«Ibfco C3S) -8-T$y*f*-2-*a*7 

Mt2/***sjfr-l ( 2. 3, 4-:Ph7hKn>f7*7»79. 4g^fh 

bfci««t*ufc. «R*«Hwarbfcflu fiixf^n«u 

y^l/y :jT*y-JU=2 0 : 1) (CiOftSU 13. 8gOtt«fl*Hfc. 

c©»«»*^*+*>k«»u «rcH»bfc«. x*y wt^s& H H H ftb 

T. CSS) -N- (CI. 2, 3. 4-xb5bKo-f7*yy>-3->f* 
) -5 2. 8-5?tKiaO-/75V-7-**#+* 

3 6 
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s Ytm&i. 8 g*&&m&t hxnt^o m&z 3 7-2 4 o°c 
mmm2 1 

(3S)-N-((1, 2. 3, FWV^V »J>-3— filO 

-5 2. 3-5>fcKn*:/vr75>-7-*M?*tf$ 

KiM&igO. 5g> VOAO. 5g, i? /=f-)l*)l&T i Kl 0ml©ii 

SO'CCMS^, cm:n-^Wo;F0. 1 5 m 1 

, 1 2^JDf^^i^ltSo MCSU 2 OmlcD^iHlX.> ft&xf-^S 

0 m 1 x-Mft-t %>o m^mm-r y% w&t&m b*:&, mmm® u ^ u * v 

;^7A^o7h^7^f- (gg&fcJ«: ?nn*;l,*ZO (;:J;*K (3S) - 
N- ( (2-7***- 1, 2. 3, 4-fh7t Ko-fV + y U >- 3 — TiP) 
-5-,/***:*— 2, Kn<vy*75>-7-:*7;l/#*1f-$ 
F0. 1 5g», 

'H-NMR (CDCla) 8. 0(1 H), 7. 87(1 H, d), 7. 
2 7(1 H, d), 7. 15-7. 0(5 H, m). 4. 69(2 H, t), 4 
. 0-2. 5 (11H, m) . 2. 47 (3H, s), 1. 6-1. 3 ( 4 H, 
m) , 0. 9 2 (3H, t) 

mmm 2 2 

nMM2 1 Kfc^Ts n -7***7*0 I KKttx.Tn-:/n £/l/7*n * K0. 

1 3ml^M^-Sc:t(l«J:t). (3S) - 5 - * ****-N- ( 

*-l. 2, 3, 4-fh7t Ko-f v^UV-S— f A) y**) -2, 3- 
$>b Fn^>775>- 7 - 5 K0. 1 6 g£#tfio ift.£8 8-8 9 

°C 

HM^I2 3 

HJI0II2 1 Kfc^T. n-7***7*o> KCfWLTn -'0**7*0 < K0. 

1 7m l*Jfll** (3S) -5-yf-;Uf-^-N- ( (2-^>* 
*-i, 2, 3, 4-*F5h Ko-fv*y u >-3->f*) y**) -2, 3 

-i?t Kn^v777>- 7-*;l/m; K0. 1 0g£#fc o 

•H-NMR (CDC 1 3 ) 8. 0 ( 1 H) , 7. 8 6 ( 1 H, d) , 7. 

2 8 (1H, d) . 7. 1 (5H, m) , 4. 6 8 (2H, t) , 4. 0-2. 
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5 (1 1H, m) , 2. 4 6 C8H, s) , 1. 6-0. 8 (9H , m) 

mmm2 1 Kfc^T. n-zT^JUzTa I FKft^Tn-M^T'n * FO. 
27mlZm^ZbKZ*). (3S) -N- (C2-^f*-l. 2. 3, 

- 5? b Fn^> , /7 5 >- 7 - S F 0 . 1 2 g *l*fco 

1 H— NMR (CDCla ) 8. 0 ( 1 H) , 7. 8 6 OH, d) , 7. 

2 7 (1H, d) , 7. 15-7. 0 (4H, m) , 4. 7 0 (2H, t) , 4 
0-2. 5 (1 1H, m) , 2. 4 7 (3 H. s) , 1. 6-1. 5 (2H, 

m) , 1. 4-1. 2 (6H, m) , 0. 8 6 (3H, t) 

mmm2nz^x. n-ttArfnl Hmtn-;-^D; FO. 2 
7ml*Jfl^*;:fcCJ:iK (3S) -5-***f*-N- ( (2-/-*- 
1, 2, 3, 4-5 1 F7bFD'r7*y';>-3->f^) -2, 8-* 

b Fd-<>!/75>-7-*^#+^5 F0. 4 2g£Hfco 

*H-NMR (CDC 1 3 ) 8. 0 (1H) ,7.87 (1H, d) , 7. 
2 2 OH, d), 7. 0 8 (5H, m) , 4. 6 8 (2H, t) , 4. 0-2 
. 5 (11H, m), 2. 4 6 (3H, s) , U 6-0. 8 (17H. m) 
mm 2 6 

mmM2 l K*V*T. n-7**7v i KCftaL-COSW/o $ F0. 17 
ml»5Cti:i:^ (3S) -N- ( 2, 3, 4- 

xF^bFn>f v^y; y-3->f;u) -5 2. S-5> 

bFa^>V75>-7-*^^$ FO. 3g£#/c 0 &&1 42-1 4 3 
°C 

HBSM2 7 

«tM 2 1 Cfcvvc, n \ FtcffciT 2-7 x-;Ux^/U^n * 

F0. 19ml*M^*ctCJ:^ (3 S) - 5 N- ( (2 - 
(2-7x^xf;W -l, 2, 3, 4-yh5tKD-fV*y UV-8-- f 
;P)***)-2, 8-J?kKoW77>-7-*A#+t5 FO. 15g 
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! H-NMR (CDC 1 s ) 8. 0 (1H) , 7. 8 4 ( 1 H, d) , 7. 

3- 7. 0 (1 OH. m) , 4. 6 4 (2 H, t) , 4. 0-2. 8 ( 1 1 H, 
m) , 2. 4 6 (3H, s) 

mmm2 8 

H»2 Otrfc^T, (3S) -Z-TiJ 

1, 2, 3, 4-xh5tFn>fV+y «J>|Cftx.T N (3R)-3- 
TiJ *?)U-2-%S®L'7h*i/lJ>l'#-)l'- 1. 2, 3, 4-fh7tKa 
>T7+y U^^ffl^SCtC.J:!). ffifcKl/C (3R) -N- ( (1, 2, 3, 

4- fh7t Fn-fy*y >J >- 3-f;i/) -5-y^;u^^-2, 3 

-i?t Ko/0'/7^>-7-*^^+-9*^ K£$iS4. 0 g£#/c 0 ii&.£2 3 
6~2 3 9°C 

mmm2 9 

llflfefll 1 6 Kfc^T. 2, 2-^y^;l/- 5 -/f-frf-*- 2, 3-^hKn 
<y*/7 7>-7-*Jl>#>nt (3S) — 3 —T I J /^Jl- 2 -x^;l/- 1 
, 2, 3, 4-fh7t Ko><y3V U > £ftfc> OK 5- 
-2, Z-'JtYnKy^/yyy-l -ti)\,#yn<l. 5gt(3S)-3-7 
;;^f;l/-2-m-7-y^->-l. 2, 3, 4-f h7bFD^v+ 
y»J>0. 6g££tfc&-£<Sc:tK<£^ tol#ft)£l/r (3S) -N- 0(2- 
m-7-/h*^-l, 2, 3, 4-fh7hKD+WV+y'J>-3- 
- 5-yf-;t/7 c ^-2, 3 ->>h Kd^>777 >- 7 

^•9-^ KO. 2g£#fco 

1 H-NMR (CDC 1 3 ) 0. 9 3 ( 3 H. t) , 2. 4 8 ( 3 H, s) 

, 2. 60 (2 H, t). 3. 78(3 H, s). 4. 69 (2 H. t), 6. 

57 (1H, d) , 6. 68 ( 1 H, dd), 6. 99 ( 1 H, d) , 7. 25 
(1H. d) . 7. 85 (1H, d) . 7. 98 ( 1 H, br. s) 

H»J3 0 

mmm 1 6 tc*j^T> 2, 2-1? 2, 3-^tFo 

^>'/75>-7-*;u^>^t (3S) - 3-7; ;^f^- 2 1 

3 9 
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2, 3. 4-^h?kKa^V*/V>*Efc£**ft*>&^ 

2, 3, 4 -xb^fc Fo>f V*V U V 0. 
6 g££)£3-fr-S C J: 0. tttt*fc l/TN- ( ( 2 7 - * n a - 

1, 2, 3. 4-^h9kKn-fV*yU>-8— fiP) J«f-*> -5-^* 



1 H-NMR (CDCls ) 0. 9 3 (3H, t) , 2. 4 7 (3H, s) 
, 2. 60 (2H, t), 3. 70 ( 1 H, d) , 3. 94 (1H, d) , 4. 
6 9 (2H, t) . 6. 9 0-7. 1 8 (3H, m) , 7. 2 5 ( 1 H, d) , 
7. 8 3 (1H, d) . 7. 9 6 (IH, br. s) 

BIT, R«Cl/CR©ft£«a<«3tt*o 

(31) (3R) -N- ( (2-Vx;U-l, 2, 3, 4 b5b Kn-T 7*7 
ij;,-8— f AO -5-^Wt-2, 3— Vb Kn^>'/77>- 

'H-NMR (CDC 1 3 ) 8. 0 ( 1 H) , 7. 8 7 (1H. d) . 7. 

2 7 (1H, d>, 7. 15-7. 0 (5H, m) , 4. 6 9 (2H, t) , 
4. 0-2. 5 (1 1H. m) , 2. 4 7 (3H, s) , 1. 8-1. 3 (4H- 
, m) , 0. 9 2 (3H, t) 

(32) (3R) -N- ( (2-^*^-1, 2, 3, 4-rh5bFa-T7* 
y i;:/ _3_^; l/ ) -5-^^-2, 3 —Vb Fa'O > 

-7-#;M**if-s F 

'H-NMR (CDC 1. ) 8. 0(1H), 7. 2 7 ( 1 H, d) . 7. 
15-7. 0 (4H, m) , 4. 70 (2H, t) , 4. 0-2. 5 (1 1 H, 
m) , 2. 47 (3H, s) , 1. 6-1. 5 (2H, m) , 1. 4-1. 2 ( 
6H, m) , 0. 8 6 (3H, t) 

(33) (3R) N- ( (2-J-&-1, 2, 3, 4-fh 
7bFa>f7*y iJ>-8->fAr) /fA) -2, S-S?bKoW77>- 

7-*;M-**-9-$ F 

l H-NMR (CDCla ) 8. 0 (1H) , 7. 8 6 (1H, d) , 7. 




4 o 
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2 2 (1H, d) , 7. 0 8 (5H. m) . 4. 6 8 (2H, t) , 4. 0-2 
. 5 (1 1H, m) , 2. 4 6 (3H, s) . 1. 6-0. 8 (1 7H, m) 

(34) (3R) -N- ( (2-^7'7/U- 1. 2, 3, 4 -r h? b Fo>T 7* 
./ >J 7- 3-^/10 -5-* 2, 3-i?b Fcf<77*:777 
-7-#/t/#4=-1^ h\ BL&l 4 3-1 4 4'C 

(35) (3R) -5-/f7l^*-N- ( (2-7i-;l/Xf;|/- 1, 2, 3, 
4-xh5bFn>f 74V 'J7-3->f/l/) yf-^) -2, S-SJfcKn'OV 

•H-NMR (CDC 1 s ) 8. 0 ( 1 H) . 7. 8 4 ( 1 H, d) , 7. 
3-7. 0 ( 1 0 H, m) , 4. 64 (2 H, t), 4. 0-2. 8(11H, 
m) , 2. 4 6 (3H. s) 

(36) (3S) - 5 -T-bf7t/-N- ( (2-7*?7l>- 1, 2, 3, 4-fh7 
b Fo-f74V U 7- 3-></tO y^/l/) - 2 — h&i/H/XT I F 

'H-NMR (CDCla) 0. 90(3 H, t), 1. 1-1. 7(4H 
, m) . 2. 5-3. 0 (4H, m) , 2. 6 2 (3H, s) , 3. 2 4 (1H 
, m) , 3. 4-3. 7(2 H, m) , 3. 8 8(2 H, d d) , 4. 00(3 
H, s>, 6. 8-7. 3 (5H, m) , 8. 10 ( 1 H, dd), 8. 28 ( 
1H, br. s) , 8. 7 5 ( 1 H, d) 

(37) (3 S) -N- ( ( 2 -J'f-Jl- 1 , 2, 3, 4 -f" h? b Fn>T 74V 
>; 7- 3->f/t/) J* 3^) -5-xf-4/-2-y h + ^>XT; F 

'H-NMR (CDC 1 3 ) 0. 9 0 (3H, t) , I. 2 4 (3H, t) 
, 1. 2-1. 7 (4H, m) . 2. 4-3. 1 (4H, m) , 3. 20 (1H 
, m) , 3. 4-3. 7 <2H, m) . 3. 8 8 (2H» dd) , 3. 9 2(3 
H, s), 6. 86 (1H, d) , 6. 9-7. 3 ( 5 H. m) . 8. 00 (1 
H, d) , 8. 3 4 (lH. br. s) 

(38) (3 S) -N- ( (2-7*f-;l/- 1, 2. 3, 4 -f- h? b Fn>f 74V 
U 7-3— C /tO *f7l>) -5-^dd-2-> h + '7^7XT$ F 

'H-NMR (CDC 1 3 ) 0. 9 0(3 H, t), 1. 1-1. 7(4H 
, m) , 2. 4-3. 1 (4H, m) , 3. 2 0 ( 1 H, m) , 3. 4-3. 7 

4 1 
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(2H. m) , 3. 8 8 (2H, dd). 8. 9 4 (3H. s) . 6. 8 8 (1 
H, d) , 6. 9-7. 3 (4H, m) , 7. 3 6 (1H, dd) , 8. 1 4 ( 
1H, d) , 8. 3 0 OH, br. s) 

(39) (3S) -N- ( 2. 3, 4 -x by t Kn>f 7*7 
7—1 1 8°C 

(40) (3S) -5-T5/-N- ( (2-7**- 1. 2, 3, 4-rh5t 

•H-NMR (CDC1 3 ) 0. 9 0 (3H. t) , 1. 1-1. 7(4H 
, m) , 2. 4-3. 1 (4H, m) . 3. 16 (1H, m) , 3. 4-3. 7 
(4H, m), 3. 8 0 (3H, s) , 3. 8 4 (2H, dd), 6. 7 2 (2 
H. s), 6. 8-7. 2 (4H, m) , 7. 5 2 (1H, d) , 8. 4 4 (1 
H, br. s) 

(41) (3S) -5-T***T$y-N- ( (2 1, 2, 3, 4- 
fh7tKa^WJ>-3- f*> ***> -2-^ h*S/^>XT5 K 

1 H-NMR (CDC I s ) 0. 9 8 (3H, t) , 1. 1-1. 7 (4H 
. m), 2. 14 (3H, s) , 3. 9 2 (3H, s) , 6. 9 1 (1H, d) 
, 6. 9-7. 2 (4H, m) . 7. 9 1 ( 1 H, d) , 8. 17 ( 1 H, dd 
), 8. 24 (1H, br. s) , 8. 46 ( 1 H, br. s) 

(42) (3S) -N- ( (2-7**- 1. 2, 3, 4 -x by t Ko>T 74V 

'H-NMR (CDCls ) 0. 8 6(3H, t) , 1. 1-1. 8 (4H, 
m), 2. 4-3. 1 (4H, m) , 2. 9 2 (6H, s) , 3. 2-3. 6 ( 
1H, m) , 3. 6-4. 2 (4H, m) , 3. 9 6 (3H, s) , 6. 8 8 ( 
2H, s), 6. 9-7. 3 (4H, m), 7. 5 8 (1H, d) , 8. 72 ( 
1H, br. s) 

(43) (3 S) -N- ( (2-7x^-1, 2, 3, 4 -r by t Fa-f 74V 
.^-g-^) -5— fV^olfAff*- 2, 3— 7bKn<777 

4 2 
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•H-NMR (CDC 1 3 ) 0. 9 2 (3H, t) , 1. 2 4 (6H, d) 
, 1. 3-1. 8 (4H, m) , 2. 5-2. 9 (4H. m) , 2. 9-3. 2 
(4H, m) , 3. 3-4. 2 (4H, m) , 4. 68 (2H, t) , 6. 9- 
7. 2 (4H, m) , 7. 32 ( 1 H. br. s). 7. 8-8. 1 (2H, m 
) 

(44) (3S, 2S) -N- ( 1. 2, 3, 4-fh7tKn^ 
7*7 0 V-S-^IO yf-AO -2-yf-*-5-yf-^f"*-2, 8-S>b 

'H-NMR (CDC Is) 0. 9 0 (3H, t) , 1. 2- 1. 8 (4H 

, m) , 1. 5 2 (3H, d) , 2. 4 7 (3H, s) , 2. 4-2. 9(11 

H, m) , 5. 0 3 (1H, m) , 6. 9-7. 2 (4H, m) . 7. 2 1 (1 
H, d) , 7. 84 (1H, d), 8. 00 ( 1 H, br. s) 

(45) (3S, 2R) -N- ( (2 1. 2, 3, 4-fh7bKD>f 
V+y»J >-3— 010 ^f-^) -2-yf-^-5-yf-^f-*-2. 3-^h 
Fd^>775>- 7 — 357 /l/#*1f-$ K 

'H-NMR (CDC 1 3 ) 0. 90 (3 H, t) . 1. 2-1. 8(4H 
, m) , 1. 5 2 (3H, d) , 2. 4 7 (3H, s) , 2. 4-2. 9(11 
H, m) , 5. 0 3 (1H, m) , 6. 9-7. 2 (4H, m) . 7. 2 1 (1 
H, d) , 7. 84 (1H, d) , 8. 00 ( 1 H, br. s) 

(46) (3 S) — N— ( 1, 2, 3, 4 -x hy t Ko>f 74V 
»J>-3->r;U) ^f-;U) -4-^^-6-^0-3, 4-^tKn-2H 
-1. 4-<:/7**1^:/-8-**#*tf$ F\ ife.61 33-1 3 5°C 

(47) (3S) -N- ( (2-7^- 1, 2, 3, 4-xh5tFn^y+y 
»J>-S— TA0 *f-;lO -6-^no-4-yf-;l/-3, 4-S?hKn-2H 
-1, 4 -^>'/tW>- 8 - K 

'H-NMR (CDC 1 3 ) 0. 9 1 (3H, t) . 1. 1-1. 7(4H 
. m) , 2. 4-4. 1 (11 H, m) , 2. 91 (3H. s), 4. 34 (2 
H) , 6. 65 (1H, d) , 6. 9-7. 2 (4H, m) . 7. 43 ( 1 H, 
d) , 8. 10 (1H, br. s) 

4 3 
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(48) CSS) -N- ( (2-^-1. 2, 3, 4 -t h? t Fn-f 7*7 
ijy-S-f*) ***) -6-^d-3, 4-*kFn-2H-l. 4-* 
y/rt-^U-S?:/- 8 —#^#4^5 F 

'H-NMR CCDC1* ) 0. 9 1 C3H, t) . 1. 1-1. 7 (4H 
, m), 2. 4-4. 4 (14H, m) , 6. 6 0 (1H, d) , 6. 9-7. 
2 (4H. m). 7. 4 2 UH, d) , 8. 16 OH, br. s) 

(49) CSS) -N- ( C2-7**-l. 2, 3, 4 -* 1*9 k Fn-f 7*7 
y ^_ 3 — y^;U) -4-***- 6 3. 4-*kFa- 

2H-1, 4 -^V^**^-* -**#*"** F 

'H-NMR CCDCI* ) 0. 90 (3H, t) , 1. 1-1. 7 (4H 
, m), 2. 4 8 (SH. s) , 2. 4-4. 1 (UH, m) . 2. 9 0 (3 
H, m), 4. 34 (2H), 6. 6 7 (1H, d) , 6. 9-7. 2 (4H, 
m) , 7. 4 1 (1H, d) . 8. 1 2 (1H, br. s) 

(50) (3S) -N- ( (2-7**- 1. 2, 3, 4-*h?kFn.f 7+7 
U>-3-^/U) ***) - 6-^h^-4-W-3, 4-?kFo-2 
H- 1, 4 -^V7***^>- 8 -**#+** F 

'H-NMR (CDCU) 0. 90 (3H, t) , 1. 1-1. 7 (4H 
, m), 2. 4-4. 1 (UH, m) , 2. 9 0 (3H, s) , 3. 8 0 (3 
H, s), 4. 32 (2H), 6. 33 (1H, d) . 6. 9-7. 2 (5H, 
m) , 8. 23 (1H, br. s) 

(51) (3R) -N- ( (2-7**-l. 2, 3, 4-*h?k Fn-f7+7 
9>-S— fJW ***) -2-jih+5/-5-^**f*^>XT5 F 

'H-NMR (DMSO-d 8 ) 0. 8 6 (3H, t) , 1. 3 8 (4H, 
m), 2. 4 4 (3H, s) . 2. 6 0-3. 8 0 (9H, m) , 3. 8 6 (3 
H, s). 7. 0 0-7. 2 0 C5H, m), 7. 3 8 (1H, d d) . 7. 6 
2 (1H. d), 8. 28 C1H, br. s) 

(52) (SS) -N- < (2-7**-l. 2, 3, 4-xF5t Fo-f 7*7 
i; ^_ 3 — f y*;lO -5 2. 3-S?hFa / <:'775>- 
7-*;M?*ir5 F 

4 4 
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(53) (3R) -N- ( (2-7f-/U- 1, 2, 3, 4 -f- 1 Ko-f % J*J 
»;>-8— f-fr) -5 2. 3 -V t Kd<>'/75 

7 5 F 

(54) (3R) -N- ( (2 1. 2, 3, 4 -fh7t Fo>f V4 1 
j ,j > - 3 _^;| / ) -2-^ h^^-5-^f-^^yXT^ F 

•H-NMR (DMSO-de ) 0. 82(3 H, t), 1.00-1.6 
0 (8H, m) , 2. 45 (3H, s) , 2. 6 0 - 3. 8 0 ( 9 H, m) , 3 
. 85 (3H, s) , 7. 0 0 - 7. 2 0 ( 5 H, m) , 7. 38 ( 1 H, d d 
) , 7. 64 (1H, d) , 8. 28 ( 1 H, br. s) 

(55) (3S) -N- ( 1. 2, 3, 4 -f- 1*5 1 Fn^f 
y»J>-3->T;l/) 2, S-ittVaKy/yyy 
-7-#/M^HJ-$ K 

(56) (3 R) -N- ( (2-^*^/1/- 1, 2. 3, 4 -rhyt Ko-f v+ 
yUV-8— *^) -5 2. 3-i?hKa^>777> 
-7 5 F 

(57) (3R) -2-^ ( (2-7-/U- 1, 2 

, 3, 4 - f F 7 1 Ko^r v^; ij >- 3 - >r ;W y f ; K 

'H-NMR (DMSO-de ) 0. 8 2 (3H, t), 1. 0 0-1. 6 
0 (1 4H, m) , 2. 4 5 (3 H, s), 2. 60-3. 8 0 (9H, m) , 
3. 83 (3H, s) , 7. 0 0 - 7. 2 0 (5H, m) , 7. 4 1 ( 1 H, d 
d) , 7. 6 7 (1 H, d) , 8. 3 3 ( 1 H, br. s) 

(58) (3S) ( (2-y-;U- 1, 2, 3, 4-fh 
5t Ko-fV*y»J >- 3-^^) /fylO -2. 3 -i?b KnW7 7>- 
7-tiM**n F 

(59) (3R) - 5 -j/^/H^-N- ( (2-^-^- 1. 2, 3, 4-fh 
5fc Kn-fV+y U >- 8— f*) yf-A) -2, 3-i?t¥aKy*/7yy- 
7-tiJl$*Vi F 

(60) (3R) — N — ( (2-^^A-l, 2, 3. 4-fh7tKo^V* 
y,; > _ 3 _^; l ,) yf->|,) - 2 - i 5 - * XT i F 

4 5 
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'H-NMR (CDCI3 ) 2. 4 4 (3H, s) , 2. 6 0-3. 80 ( 
11H, m), 3. 8 2 (3H, s) , 7. 0 0 - 7. 2 0 (10H, s) , 7 
. 33 (1H, dd). 7. 60 (1H, d), 8. 28 ( 1 H. br. s) 

(61) (3S) -N- ( C2-«>9*-l. 2, 3, 4-fh7hKD>fV* 
yi;y-8— f*> /f*0 -5 2. 8-^tKo^y/79> 
-7 5 F 

(62) (3R) -N- ((2-^V^-l. 2, 3, 4-*r5bKo*y* 
-7-^7^W^ K 

(63) (3R) -2-^^-5-y^U^-N- ( (2- (2-7x-^ 
**A»-1. 2, 3, 4-5Ph9kKn-fV+yU>-8— f*) yf-*)^ 

'H-NMR (DMSO-d. ) 2. 4 5 (3H, s) . 2. 6 0-3. 8 
0 (9H, m). 3. 8 3 (3H, s) , 6. 8 0-7. 4 0 (1 1 H. m) . 
8. 1 0 (1H, d) , 8. 4 0 (1H» br. s) 

(64) (3S) -5-*f-*f-*-N- ( (2- (2-7x-;Uxf-;U) -1, 
2, 3, 4-5 fc h5tFn-fV*y U>-8— M» . -2, 

(65) (3R) - ( (2- (2-7x-^Xf-;U) -1, 
2, 3, 4-5 t h9fcKn-fV+/9*-3--fA0 -2. 8-3>kK 

(66) (3S) -N- ( (2-i^-I. 2. 3, 4-xF5b Kn-fV*y 
.jy-S-,^) /^b) -5-*f***-2. 3-S?tFa^>*/75>- 

7-#;u#*ir$ F 

'H-NMR (CDCh) 1. 1 8 (3H, t) , 2. 4 5 (3H, s) 
, 2. 6 6 (2H, q), 4. 6 8 (2H, t), 7. 8 4 (1H, d) . 7. 
9 7 (1H, br. s) 

(67) (3R) -N- ( (2-xf-Af-l. 2, 3. 4 b Fn>T 7*7 
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1 I K 

J H-NMR (CDC 1 s ) 1. 18 (3H, t) , 2. 4 5 (3H. s) 
. 2. 66 (2H. q), 4. 68 (2H, t) , 7. 84 ( 1 H, d) . 7. 
9 7 (1H, br. s) 

(68) (3R) -N-((2-xf^-l, 2, 3, 4 -t Y? t Ko>T V+y 

»;>-3->f;i0 ^f-^) -2, 5-s;y r*2/*>XT5 K 

(69) (3S) -N- ( 2. 3, 4 -t h y t Ko-f 
>J>-3->f;U) yf-^) -2, 5-i?n^>XTJK 

'H-NMR (CDC 1 3 ) 0. 90 (3H, t), 1. 1-1. 7(4H 
, m) , 2. 4-3. 7 (8H, m) , 3. 8 2 (3H, s) . 3. 8 9 (4H 
, s) 6. 8-7. 2 (6H, m) . 7. 7 5 ( 1 H, d) . 8. 4 ( 1 H, b 
r. s) 

(70) (3R) -N- ( (2-zri-Jl- 1, 2, 3, 4 -r 1*7 k Ko>T X J*J 
»J>-3->f;l/) ^^U) -2, 5-^n + ^>X7;K 
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(71) CSS) -N- ( (2-7^7U-l, 2, 3, 4-^h*t Fn-T7*7 
y ^_ 3 _^ y - 2 - 7 h*f- 5 - 7 * XT $ F 

(72) (SS) -N- ( (2-***-l. 2, 3, 4-r F?b Fn-f 7*7 
i;>-3->f;U) **A0 -5-**>X**^Ar-2, 3-7bFn^777 

(73) (3 S) -N- ( (2-7*^-1, 2, 3, 4 -f- Yv h Fo-f 7*7 
lj:/ _3_^; U ) -5-^^>x;i/^;i/-2, 3-i?t 
7;,_7-:fr;M?*U-S H\ »£1 0 5-1 0 7°C 

(74) (3S) -N- ( (2-*f-Ar-l. 2, 3, 4 F5 b Fn>f 7*7 
t;> _ s _^;l,) ,r**) -5-XAf7T*-f*-2. 3-'7t Fn^>777 

y-7-*JM?**S F 

(75) (3S) -N- ( (2-7-^-1. 2, 3, 4 -f- h5 h Fn-f 7*7 
ij>-8->f^) 7*7W -5-x;U7r^^-2, 3-'7bFn/0775 
>- 7 -**#** 5 F 

(76) (3S) -N- ( (2-7'^U-l, 2, 3, 4 -r K7 b Fn>f 7*7 
yy-Z-j)V) *T)V) -2, 2-5Mf-*-5-XJU7T*-fA'-2. 3- 
S?b Fn^y % /75^-7-*Af#**5 F 

(77) (3S) -N- ( (2-7*^-1, 2, 3, 4 -x h5 b Fn-Y 7*7 

fjU) 7^) -2, 2 5 2. 3-?k 
Fn^y775 7-7-#-M**9-$ K 

'H-NMR (CDC1 3 ) 0. 9 0 (3H, t) , 1. 2-1. 7 (4H 
, m), 1. 5 2 (6H, s), 2. 4 6 (3H, s) , 2. 4-2. 9 (4H 
, m), 3. 0 2 (2H, s) , 3. 2 0 (1H, m) , 3. 5 5 (2H, t) 
, 3. 8 6 (2H, dd) . 6. 9-7. 2 (4H, m) . 7. 2 0 ( 1 H, d 
) , 7. 8 6 (1H, d) . 8. 0 4 ( 1 H, br. s) 

(78) (3S) -N- ( (2-7*^-1. 2. 3, 4 -r b Fn-f 7*7 
,j ^_ 3 — (-^u) /^u) -5-^nn-2-7b*i/-4-7^T^7^7 

XTSF 

(79) (3 S) -N- ( (2-7*^-1, 2, 3, 4 -7^5b Fn-f 7*7 
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i; >- 3 — T^U) *f-AO - 5-^f^W>^T>K 

(80) (3S) -N- ( (2-xf7t/- 1. 2, 3, 4 -x h 5 h Fo>f 7 + 7 

iJ>-3--Ol') yf-xo -5-y^;i/f-^>XT$ K 

(81) (3S) -N- ( (2-^+2^-1. 2, 3, 4-ff7bKD^fV^ 

3 ->f AO y*7U) -5-yf^t^>X7 5 K 

(82) (3S) ( (2-y-A— 1. 2, 3, 4-fh 
7h Fo>f 7*7 »J y-S-^^) *f7l0 *>XTl F 

(83) (3S) -N- ( (2-^>^-li 2, 3, 4-ff7tKo^y* 

(84) (3S) - 5 -y^;l/f-^"-N- ((2- (2-7i-^xf;W -1, 
2, 3, 4 -fh7t Ko-f V+-/ 'J >~ 3-^1/) yf7l0 ^>X7 $ F 

(85) ( 3 S) -N- ( ( 2 -Zff-Jl- 1 , 2, 3, 4 -f- Yy b Fn>f 
U >- 3 — T^) *f7l0 -5-xf-/l^*'OXT$ F 

(86) (3S) -N- ( (2-x^;l/- 1, 2, 3, 4-fh7hKa^y+; 
»J>-3— OU) yf7l>) -5-xfA/W>X7; F 

(87) (3R) -N- ( (2-7f7l/- 1. 2, 3, 4-f b7b Ka>f 
'J>-3->r^) -5-xf;lW>X7;F 

(88) (3R) -N- ( (2-xf-;l/-l, 2, 3, 4 -f- h5 t Kn-f y+y 
»;>-3->Ot/) J*f-A) -5-xf-;Uf-^>XT= F 

(89) (3 S) — 5 - / <>^ft-N- ( (2 -yf-X/- 1 , 2. 3, 4 —r 
h5t Kn-f , ;>-3-'f^) *f7l/) "*>XT$ F 

(90) (8S) -5-^>^f-*-N- ( 1, 2, 3, 4-r 
l>5bFn>f y4VJ>-3->fX0 ^7 5 F 

(91) (3R) ( (2-7*^;!/- 1, 2, 3, 4 -f" 
h5k Kn>f y4V U >-8— TiW /f-AO ^X7 5 F 

(92) (3R) -5-^>^l/ft-N- ( (2-xf;b-l, 2, 3, 4-f- 
h^tKn^v^; U7-3->TA) <>X7; F 

(93) (3S) -N- ( (2-ZH-JI- 1. 2. 3, 4 -x t Ko-f y*y 
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7 F 

l H— NMR (CDCls ) 0. 90 (3H, t) , 1. 22 (3H, t) 
, 1. 3-1. 8 (4H, m). 2. 60 C2H, t) . 2. 8 6 (2H. q) 
, 3. 0-3. 4 (3H, m>. 3. 4-3. 7 (2H, m) , 3. 8 3 (2H 
, dd) , 4. 6 9 (2H, t) , 6. 9-7. 3 (5H, m) , 7. 7-8. 
1 (2H, m) 

(94) (aS) -N- ( (2-xx/U-l, 2. 3, 4 -r hy b Fn>f 7*y 
x)y-Z-4)V) -5-xf-/t,r*-2, 3 -2>k Fn/OV?? V- 
7-#;l^*1f-S K 

(95) (8R) -N- ( 2, 3, 4-x h^b Fo>T 
7-#;M?*-*K K 

(96) (3R) -N- ( (2-x^-l, 2, 3, 4 -f- Yy b Fa>f 7+7 
ijy- 3 ->r;U) y^;u> -5-x^/Uxtf— 2. S-5?bFa^yV75>- 

(97) (3S) ( (2-^*-l, 2, 3, 4 — r 
h7bFa>fV+y U>-8— TAr) ^f^) -2, 3-^hbW/77> 
-7-#>M**1^ F 

1 H— NMR (CDC1 3 ) 0. 9 2 (3H, t) , 1. 1-1. 9 (4H 
. m) , 2. 5-2. 9 (4H, m) , 3. 0-3. 4 (3H, m) , 3. 4- 
3. 6 (2H, m) , 3. 8 2 (2H, d) , 4. 0 4 (2H, s) , 4. 6 4 
(2H, t), 6. 9-7. 3 (5H, m) , 7. 24 (5H, s) . 7. 9 ( 
1H, br. s) , 8. 0 0 (1H, d) 

(98) (3S) - 5 -^VSWf-tf— N- ( (2-x^;U-l, 2, 3, 4 — r 
h5bFo-ry*y fAO *W) "2. S-S^b Ko^y/75> 
-7-**#*"!f5 F 

(99) (8R) -5-* VSWf-*- N- ( (2-7x^-1, 2, 3, 4-x 
Fo-rv+y U>-8— f*) /x/U) -2, 8-^bhW/77> 

-7-*»f; F 



